Fax-On-Demand:
Telephone: (202) 401-0527

Item: 3155
INFORMATION COLLECTION REQUEST
SUPPORTING STATEMENT
1. Identification of the Information Collection

1(a) -Title and Number of the Information Collection

The title of this information collection ihe PremanufactuiReview and Exemption
Requirements for certain microbial products of biotechnology. The EPA tracking number is 574.

1(b) - Short Characterization

The EnvironmentaProtectionAgency (EPA) has been operating the Premanufacture
Notice (PMN) eview progran{now referred to as the Ne@@hemical€Program)since July 1,
1979. OMB approval for this information collection vgganted under OMBlo. 2070-0012.
This request is for aamendment tdhe existing ICR to: (1)collect information on new
microorganisms manufactured for general commercial use, and certain new microorganisms used
for research and development (R&D); (2) reduce reporting requirements for certain categories of
new microorganisms; and (3) to require recordkeeping demonstrating compliance with conditions
of certain exemptions for new microorganismél/hile the existing ICR covered théasic
reporting requirements for traditional chealsubstances, thaiscussion below outlingkose
requirements for a complete understanding of EPA's new microorganism program.

OMB reviewed and disapproved the draft ICR which accompanied the proposed rule (59
FR 45526 (September 1, 1994)). OMB cited three reasons for its disapproval. First, EPA had
not calculated the burdens associated with a low risk alternative for which public comment was

sought in the proposed rule. Second, OMB requested that EPA examine the need to keep records
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for the selection and use of containment and inactivation procegiuessthe supervision
requirements by a technically qualified individgBQI). Lastly, OMBstated that EPAhould

include its best estimate of the burden associated with potential regulatory restrictions. EPA has
responded to these points in the attachment to this document.

2. Need for and Use of the Collection

2(a) - Need/Authority for the Collection

() Notices on New Substances and Significant New Uses

Section 5(a)(1) of the Toxic Substances Control Act (TSCA) 15 U.S.C. 2604, requires
manufacturers and importers of new substances to submit to the Administrator of EPA notice of
intent to manufacture or import a new substance 90 days before manufacture or import begins.
Section 5(a)(1) also requires notification from any person who proposes to manufacture or process
a substance for a usdich has been determined to be a significaw use. The notice must
include, insofar as it is known to or is reasonably ascertainatles byubmitterinformation
described in Section 8(a)(2) of the Act (e.g., identity, use, and exposure data), plus test data and
descriptions of other data related to the effects on health and the environment of the manufacture,
processing, use, distribution in commerce, and disposal of the new substance (Section 5(d)). EPA
reviews the information to evaludtee health and environmental effectstioé new substance.

On thebasis ofthe review, EPA can take further regulatory action under Sections 5(e) and 5(f)
of the Act, if warranted. If EPA takes no action at the end of 90 days, the submitter is free to
manufacture or import the new substance without restriction.

In its 1986 PolicyStatement omicrobial productssubject to the Federaisecticide,

Fungicide and Rodenticide Act and TSCA (51 FR 23313, June &&), FPA clarified that living
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organisms, including microorganismgre considered checal substances under TSCA. The
1986 Policy Statement defined "new" microorganisms for purpo&ectibn 5 of TSCA as those
formed by deliberate combinations of genetic material from organisms in different genera
(intergeneric microorganisms). EPA is retaining the 1986 definition of "new" microorganism.

To improve the clarity of the regulations and minimize confusion between the notification
requirements for microorganisms and other chemical substances, EPA is adding a new Part 725
to the CFR to cover microorganisms. The Section 5 notification facr@organism will be
called aMicrobial Commercial ActivityNotice (MCAN) instead of a PMN. A separate
notification for R&D field trials will be called a TSCEBxperimental Release Application (TERA).

Section 5(e) authorizes EPA to regulate the manufacture, procedisingution in
commerce, use, or disposal of a new chemical substance pending development of data sufficient
to evaluate théealth and environmental effectstioé substance. EPAaytake actiorunder
Section 5(e) if the Agency determines that the information available is insufficient to evaluate that
substance and that the substance either (1) may present an unreasonable risk of injury to health or
the environment, or (2) will be produced in substantial quantities and there may be significant or
substantial exposure the substance. Under its current biotechnology prognaplemented
under the 1986 Policgtatement, EPA has generally used Section 5(e) Orders to limit the use of
intergeneric microorganisms intended introduction into thenvironment tesmallscalefield
applications.

This rule package also contains procedures for expedited issuance of Significant New Use
Rules(SNURS), modeled after procedures promulgated for traditional chemical substances (40

Part 721).Significant New Use Rules (SNURS) are authorized under Section 5(a)(2) of TSCA.



4

EPA uses this authority tiake follow-up action on new or existing substantiest may not
present an unreasonable risk in their present usesydygresent an unreasonable rsttould
other uses occwhich mayresult in different and/or higher exposuresitonan beings or the
environment.

These procedures would enable EPA to universalize quickly any Section 5(e) restrictions
on uses of new microorganisms that are imposed on an MCAN submitter, facilitating consistent
coverage across the industry. Despite promulgating these expedited SNUR procedures at this
time, the Agency is not promulgating any specific SNURSs in this rule.

(i) Test-Marketing Exemptions

Under TSCA Section 5(h)(1), persons may apply for an exemption from the requirements
of Section 5 for test-marketing purposes. EPA may grant the exemption if it finds that the test-
marketing activities described Hye applicant will not present an unreasonable risk of injury to
health or the environment. The applicant must providentbemation necessary to make this
finding and EPA must grant or deny the exemption within 45 days. If EPA grants the exemption,
it may impose appropriate restrictions on the test-marketing activities.

Although there is no specific information required to submit a test-marketing exemption,
and applicants neatt use the PMN form, the rule states that the applicant should include any
available toxicity data anddescribe theplanned test-marketing activities atite expected
exposures. Thégency retainghe right to declare thepplication as containinigsufficient
information upon which to make an evaluatioAny person who receives a test-marketing
exemption must retain documentationasly information inthe exemptiompplication and

documentation of their compliance wahy restrictions imposed by EPA when it granted the



application.

Persons who wish to manufacture new microorganisms for test-marketing purposes will
be eligiblefor this exemption.Specific guidance has been providedhia rule on the type of
information the Agency will need to make a decision on this activity.

(i) R&D activities in "contained structures” such as laboratories, greenhouses, and

fermentors

Section 5(h)(3) of TSCA exempts from reporting small quantities of chemical substances
used onlyfor R&D purposes. EPAsmall quantities regulations agaublished at 40 CFR
8720.36. Persons using the exemptirst have the research overseen by a technically qualified
individual and notify any person involved in the research of any risk.

In the 1986 Policy Statement, EPA announcdfat introduction ofintergeneric
microorganisms intdhe environment for researcpurposes does ndall within the small
guantities exemption for R&D. EPARequested that persomstending tointroduce new
microorganisms into the environment for R&D purposes voluntarily submit a PMN to EPA.

The small quantities exemption was preserved for persossg intergeneric
microorganismsfor R&D in contained structures, such as laboratories, greenhouses, and
fermentors.

These regulations contain revisions to the existing requirements for R&D. Persons who
are performing research in contained structures will continue to be eligible for the small quantities
exemption. Persons wishing to introduce new microorganisms for R&D in the environment must
submit a TERA as outlined belownlessEPA has determined under Section 5(hjii&}t the

microorganisms involved are exempt from notification.



(iv)  Section 5(h)(4) Exemptions

Section 5(h)(4) of TSCA authorizes EPA to exempy manufacturer of @hemical
substance from all or part of the provisions of Section 5 if it is determined that the substance will
not present an unreasonable risknjdiry to health orthe environment when manufactured,
processed, distributed, used, or disposed of under the exemption. To date three rules have been
promulgated under this Sectiothe lowvolume exemptiorf40 CFR §723.50), thepolymer
exemption (40 CFR § 723.250), and the exemitiomstant photographic film articles (40 CFR
§ 723.175). These rules reduce reporting requirenaotading relief tosubmitters from the
burdens of théull PMN reporting requirements. None of these exemptionapglgable to
living microorganisms. However, th&gency isproposing four additional Section 5(h)(4)
exemptions for certain uses and types of microorganisms. These exemptsunarasgized
below.

EPA is proposing a complete exemption under TSCA section 5(h)(4) for research on new
microorganisms eligible for the small quantities exemption, if the researcher is required to comply
with the NIH Guidelines. Research subject to TSCA may also be funded by Federal agencies. In
1983, all Federal agencies agreed to require compliance with the NIH Guidelines as a condition
for Federal funding of rDNA laboratory research. EPA considers the NIH Guidelines to provide
the primary standard for laboratory research. EPA's rules are designed to provide complementary
oversight of those activities not covered by NIH. The exemption is based on the general policy
that TSCA should not apply to research adequately overseen by other Federal authorities.

In the 1986 Policy Stateant, EPA stated its intention to require notification prior to any

research with intergeneric microorganisms or certain engineered pathgehsng
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environmental release. Pending promulgatiotir@ regulations, EPA has beeaceiving
voluntary notifications. Thidinal rule establishes neVimited notificationrequirements for
persons wishing to fieltest a"new" microorganism. (EPA isot requiring notification for
engineered pathogens.)

Under this exemption, persowsshing tofield test a new microorganism must submit a
TERA to EPA. EPA will generally complete its review within 60 days, although the review period
may be extended for an additional 60 days. Unlike a PMN, a researcher does not have to await
the termination of the entire review period. If EPA completes its review before the 60th day, for
example, the field test may begin as soon as the company receives notification. If EPA approves
the TERA, it mayimpose appropriatémitations onthe field testactivities. Applicants are
required to
retain records of relevant data for three years after its preparation. Statements regarding sites, use,
and exposure controls are legally binding on the submitter.

Additionally, EPA is using its authority under Secttsfh)(4) tolist two categories of
microorganisms whose usetime environment for R&Dpurposeswill not besubject to EPA
review if certain conditionare met. Under the exemption, researchers sabshit asimple
certification statementyhich ensures compliance withe conditions of the exemption. EPA
expects the list of microorganisms eligible for the exemption to expand over time as the Agency
acquiresgreaterexperience withother categories ofmicroorganisms introduced into the
environment.

In the 1986Policy Statement, EPA also announced its intention to consixaEnpting

microorganisms manufactured in contained systems for general commercial use. EPA has included
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a tiered exemption system in tfiizal rule to allow reduced reporting for certain categories of
microorganismsvhen used in a mannénat limits releases of these microorganisms. For
microorganisms used under the Tier | exemption, a simple certification statement is required the
first time the exemption is used. This certification is needed to develop a list of companies using
this exemption, and to ensure compliance with the conditions of the exemption. No EPA review
is required prior to manufacture of the exempt microorganisms.

For microorganisms used under the Tier Il exemption, companies are required to submit
an application. EPA has 45 days to complete its rewiduch will focus on thecontainment
methods used. If thepplication is approved, EPRAayimpose appropriate restrictions on the
activities. Applicants are required to retain records of relevant data for three years. Statements
regarding sites, use, and exposure controls woulédatly binding onthe submitter. EPA
expects thdist of microorganismeligible for the Tier | and Tier Il exemptions to expand over
time.

2(b) - Use/Users of the Data

Section 5 of TSCA gives EPA authority to review new chemical substances prior to their
manufacture, importation, or processing in the United States, in order to determine whether such
substancemaypresent an unreasonable risk of injury to health or the environment. To make a
reasoned evaluation of the risk associated with these substances, EPAlataetis each
substance's structure (or genetic make-up); physical, chemical, genetic or phenotypic properties;
its manufacturing process; worker exposure; environmental release; production volume; potential
industrial, commercial, and consumer use; t@st dataelated to the substance. ERéeds

sufficient informationfor it to identify substances with analogossuctures, properties or
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behaviors, with similar manufacturing processes, and with similar uses. The Agency reviews the
available data to evaluate the effects and potential for transfer of genetic material of the substance
and the potential risk resulting from human and environmental exposure. If EPA is considering
regulation of the substances, the Agency also evaluates the benefits of the substance to determine
what regulatory action, if any, to take.

On the basis of itaitial review, EPAeliminatesthe vasimajority of newchemical
substances from further review. EPA may identify a minority of new chemical substances for more
detailed evaluation fawhich additionakxposure or effecdatamay beneededjdentify some
substances for follow-up reporting on their commercial development; or select a limited number
for immediateregulatory action. Through thisocess, EPAninimizesthe burden on both the
Agency and industry by requiring detailed information only on those substances which the Agency
determines may present an unreasonable risk of injury to health or the environment.

3. The Respondents and the Information Reqguested

3(a) - Respondents/SIC Codes

Information will be collected from manufacturers of new microorganisms, and from
persons using such microorganisms in research and development (R&D) for commercial purposes.
These respondents are included in SIC codes 147, 281, 282, 284, 285, 286, 289, 291, 386.

3(b) - Information Requested

() - Data Items

(a) Traditional Chemical Substances

A 90-day advance notice to EPA under Section 5 of TSCA is required of persons who

manufacture or import new substances or who manufacture, import, or process any substance for
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a significant new use. The PMN form requires certain information to the extent it is known to or
is reasonablyscertainable by the submittérhis includes information on identity, impurities,
synonyms or trade names, byproducts, production volume, and categories of use by function and
application. The submitter also must provide certain information on exposure and release at
manufacturing and processing siteswa$f as aprocess description. Thpecific information
requirements are spelled out on the PMN form itself and in the Instructions Manual.

EPA has limited the level of detail miformation required in the PMN form to that which
is necessary to conduct an initial review of a chemical. However, submitters may include optional
information in their notices which they believe EPA should consider in its reviews. Submitters are
encouraged to provide information on the benefits of the new substance in comparison to existing
chemicalsubstances, information ¢ime substitutes, arahy additional information available to
them on waste management techniques.

(b) Microorganisms

EPA is not requiring the use of a specific form for microbial submissions under Section 5
of TSCA. The specific information requirements are spelled out in the regulatory text and in the

Agency's Points to Considguidance document. Submitters of notices for new microorganisms

are required to provide certain information tte extent it is known to or reasonably
ascertainable by them. This includes informatspecific to microorganismsancluding
microorganismidentity and introduced genetic material. Some information requirements are
identical to those for traditional chemical substances, such as byproducts, production volume, and
categories of use by function and application. The submitter also must provide certain information

on exposure and release at manufacturing and processing sites, as well as a process description.
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As in the case of traditional chemical substances, EPA is encouraging submitters to provide
other information in their notices which they believe EPA should consider in its review. Likewise,
submitters are permitted to explain why certain types of requested information are unavailable or
unnecessary.

(c) Test Market Exemptions

Test-marketing exemption applicants ad currently required to usany prescribed
reporting form. However, the PMN rule recommends they provid®iibe/ing information:
() All existing health and environmental effects data on the chemical or a discussion of toxicity
based on structure-activity relationships and reledat® on chemicahnaloguesy(2) the
maximum quantity of the chemical substance that the applicant wiife@ure or import for test-
marketing purposes; (3) tmeaximumnumber of personeho may beprovided thechemical
substance during test-marketing; (4) the maximum number of persons who may be exposed to the
chemical substance as a result of test-marketing, including information regarding the duration and
route ofsuch exposure; ar(®) adescription of the test-marketiagtivity, including its length
and how it can be distinguished from full-scale commemmiatiuction and research and
development. Identical requirements (with chamydsto makehe questions appropriate for

microorganisms) are applicable for test marketing applications involving microorganisms.

(d) Small Quantities
As noted above, persons using small quantities of traditional chemical substances for R&D
purposes are naubject to the notification requirements of SectiorShnilarly, there are no
reporting requirements for persons who are doing research with new microorganisms in contained

structures such as laboratories, greenhouses, or fermentors, and who comply with the conditions
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of the small quantities exemption set forth in the regulatory text. The use of a new microorganism
under the conditions of themall quantities exemption must be supervised bgchnically
qualified individual. In addition, persons are required to keep records of the selection and use of
containment and inactivation procedures used,aayd notifications to employeesgarding

potential risk to health associated with the microorganism.

(e) Section 5(h)(4) Exemptions

The Section 5(h)(4) exemptions have the following reporting requirements:

1. Persons whose research qualifies for the small quantities exemption and is subject
to the jurisdiction of another lead Fedeaglency whichrequires compliance witthe NIH
Guidelines have no reporting requirements under TSCA.

2. Persons whose research qualifies for the small quantities exemption and is not subject
to the jurisdtction of another lead Federagjencyare required to comply with the conditions of
40 CFR 88 720.234 and 235.

3. Persons whose research does not qualify for the small quantities exemption in (d) above
have the following requirements:

(). Persons whose research qualifies for an exemption from TERA reporting must submit
a certification that all the criteria for the exemption are met.

(). Persons whose reseaibbes not qualify for other research exemptions must submit
a TERA. Applicants submitting a TERA are required to provide the following information: (a)
microorganismdentity, (b) a description of the R&8&kctivity, (c) information on monitoring,
mitigation, and emergency procedures, and (d) health and environmental effects data.

4. Persons manufacturing new microorganisms for general commercial use who qualify
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for the Tier | exemption need to submit a one-time certificatian all the criteria for the
exemption are met.

5. Persons who qualify for the Tier Il exemption need to submit an application for limited
review. Information in th@pplication includes:(a) microorganism identity(b) production

volume; and (c) process and containment information.

(i) - Respondent Activities
In compiling and maintaining the required information, the respondents:
(1) read a regulatory provision;
(2) determine which provisions are applicable to their activities;
(3) gather information necessary to meet requirements;
(4) substantiate any claims of confidential business information;
(5) if needed, submit a notice to EPA;
(6) comply with any restrictions EPA may impose at the completion of any review; and
(7) maintain necessary records.

4. The Information Collected -- Agency Activities, Collection Methodology, and Information

Management

4(a) -Agency Activities

In connection with this regulatory program, the Agency will:
(1) review notice submissions;

(2) take regulatory action as appropriate;

(2) file and store notice submissions;

(3) analyze requests for confidentiality and provide appropriate protection; and
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(4) conduct site and records inspections.

4(b) - Collection Methodology and Management

The existing PMN form is not appropriate for reporting of new microorganisms because
the form is designed with traditional chemical substances in mind. The Agency has developed a

Points to Considaguidance document to assist submitters in providing EPA with the information

necessary to complete assessments of new microorganisms under Section 5 of TSCA. The

submitter will be able to respond in a format of his or her own choosing.

4(c) - Small Entity Flexibility

Manufacturers, importers, and processors of new chemical substances are required to pay
fees for PMNSs, certain PMN exemption applications and notices, and Significant New Use Notices
(SNUNSs) submitted uter TSCA Sections 5(a) and 5(h). Small business concerns are permitted
to
submit a reduced fee of $100 (rather than $2,500) for each Section 5 notice submitted pursuant
to the user fee regulations at 40 CFR § 700.45(a)(1).

For microbial submissions, a fe®uld be chargednly for MCANs. Small businesses
would be eligiblefor thesamereduced fees cited above. There is no charge for TERA
submissions.

4(d) - Collection Schedule

The frequency of theubmission ofdata under Section 5 of TSCAn®t under the
Agency's control. TSCA requires notice 8@ysprior to manufacture or import of a new
chemical substance, or manufacture, import, or processing of a chemical substance for a significant

new use. Under these regulations, a MCAN is required to be submitted 90 days before
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manufacture or import of a new microorganism, a TERA is required 60 days bpfaneed
environmental release of a nonexempt microorgah@mresearch purposes, and a Tier Il
exemption application is required 45 days before manufacture or import of a new microorganism.

5. Nonduplication, Consultations, and Other Collection Criteria

5(a) -Nonduplication

EPA is theonly agency that collects information on new chemical substances (including
microorganisms) manufactured for general commercial use. New chemical substances which are
intermediates in the production or manufacture of food, smtditives, drugs, cosmetics, or
devicesare subject to theusdiction ofthe Foodand DrugAdministration. Newchemical

substances which are intermediates in the manufacture of pesticides are subject to TSCA.
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5(b) - Consultations

EPA has published in coordination with other Federal agencies, two policy statements (49
FR 50880 (December 31, 1984), and 51 FR 23313 (June 26, 1986)) which comprise part of the
Coordinated Framework for Regulation of Biotechnology, and a request for cofdehdiR
7027 (February 15, 1989)) to gatheomhation from interested parties on how TSCA should be
used to regulate microorganisms. EPA has also used public meetings of its Biotechnology Science
Advisory Committee (BSAC) to gather additional comments and to address issues in the context
of specific notifications submitted to the Agency. EPA has published the proposed regulations for
microbial products of biotechnology under TSCA (59 FR 45526, September 1, 1994) for public
comment.

5(c) - Effects of Less Frequent Collection

Manufacturers of newhemicalsubstancesypically submit aPMN 90daysprior to
manufacturing or distributinthe substance for genec@mmerciause. Subsequent reporting
would only be required if EPA determinétht aspecificuse of the substance constituted a
significant new use. However, in the case of microorganidelaying reporting until a
microorganisms is ready to be widely distributed in commerce may lead to an unreasonable risk
to human health or the environment. Onaaieroorganism enterthe environment it may
reproduce and spread beyond the area of initial introduction. For this reason EPA has determined
that it is necessary to require reporting before any field release of new microorganisms for R&D
purposesunlessthe microorganisms involved have been specifically exempted. Manufacturers
of microorganisms that are released to the environment may eventually report to EPA more than

once. At the time of the initial R&D field release, a person may submit a TERA. While TERAs
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offer the advantages of a shorter review period, microorganisms reviewed through TERAs are not
placed on the TSCA Inventory. Thus, manufacturers of microorganisms who submit TERAs at
the R&D stage must submit MCANSs if and when they manufacture the microorganism for general
commercial use.

5(d) - General Guidelines

No PRA-imposed guidelines are exceeded.

5(e) -Confidentiality and Sensitive Questions

(i) - Confidentiality
The confidentiality of collected information will be maintained pursuant to the provisions
of TSCA, 15 U.S.C. §2613.

(i) - Sensitive Questions

Not applicable. No information of a sensitive or private nature is required in conjunction
with this program.

6. Estimating the Burden and Cost of the Collection

[6(a) & (b)] - Estimating Respondent Burden and Costs

To estimate incremental burden amabts,estimates of theosts associatedith each
reporting and documentation format under the final rule and under current policy were required.
Worksheets 1 through 6 present these calculations. Worksheets 1 through 4 present estimates of
burden and costs associated with reporting and exemption documentation formats; and worksheets
5 and 5A present estimates associated with reporting under quotiept Thesevorksheets
reflect average burden estimatesich were calculated based on tii@ta found in the cost

component tables (Appendix D, Tables D-3 through D-10) and Confidential Business Information
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(CBI) substantiatiomostestimation tables (Appendix E, TablEeg through E-5fontained in

Volume lI
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of the Regulatory Impadinalysis. Only timeand effort over and abovkat which would
normally be expended for scientific purposes was tabulated.

For example, to estimate the average annual burden associated with information gathering
activities in connection with submission of the MCAN, tabulated on Worksheet 1, low-bound and
high bound burden estimates were obtained from tables D-5 and D-6, respectively. Estimates of
review and submissidourden,including clerical prepation, managerial review, angrite-up,
were also obtained from these tables and averagethoshcases, no additional effort was
estimated to be required to gather information, as indicated by a "0" in the "PerCestf
column in the tables. Tables E-3 (high bound estimate) and E-4 (low bound estimate) were used
to calculate average burden for substantiating CBI claims.

Costs in Worksheets 1 through 5A are expressed in 1987 dollars (costs are calculated by
multiplying burden hours by 1987 wage rates for each respective labor categotgtatiag
results across all categories). For the purposes of expressing total incremental costs, estimates are

also expressed in 1995 dollars below (see Table IV).
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[6 (c)] - Estimating Agency Burden and Cost

To calculate incremental burden acwbts,estimates of theosts associatedith each
reporting or documentation format under both the preferred option and cootegtwere
required. Worksheet 6 presents estimates associated with Agency review of each format. This
worksheet reflects average burden estimates for year five. These estimates were calculated by first
averaging the "total reviewime" presented in Tabl€-3, (page V-12) ofVolume | of the
Regulatory Impacfnalysis. Tothese averages, a factor of 0.75 was dppiied to relect the
efficiencies assumed to be gained in connection with the Agency's long-term administration of the

biotechnology program. Costs in Worksheet 6 are also expressed in 1987 dollars.
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WORKSHEET 6 - AGENCY BURDEN ESTIMATES PER SUBMISSION

Collection Activities

MCAN/TME

(1) BSAC Review<b>
(TERASs Only)
(2) Agency Review 799.9

(3) Action to
Regulate<c>

(4) Confidentiality
Analysis<c>

TOTAL COSTS<d>

<a> All burden estimates represent year five.

$33,918

Burden Hours per Submission (Avg.)

TERA TERA foll.-on Tier |
1,107.0 369.0 40.0
$51,836 $15,647 $1,696

<b> Hours not estimated. Costs to EPA associated with Biotechnology Science
Advisory Committee review include consulting fees ($270/attendee); travel
($350/attendee); meeting room fee ($930/attendee); and court reporter ($1,000).
Total costs per review were estimated to average $4,895 and have been included

in total cost estimate for TERAs.

<c> Burden accounted for in item (2).

<d> Costs estimated based on fully-loaded rate at the GS-12 level ($42.40/hr.).

Tier |

240.

$1d

,175
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[6 (d)]

Tables | through V incorporate the unit burden adt estimates calculated in
Worksheets 1 through 6Table | presentthe annualcosts of reporting as would lecurred
under the finafule. Rulefamiliarizationcosts are also presented, as lmte-time and annual
costs.

In Table Il, annuatosts estimated to be incurredaimsence of the rule are presented.
These costs are associated with reporting required under the Agency's current policy under TSCA
for oversight of biotechnology.

Table Il presentsosts to the government associated with oversight under both the final
rule and current policy.

In Tables IV and V, annual incrememt® presentedTable IV presentsosts, in both
1987 and 199%lollars, and incrementge calculated from both the industry godernment
perspectives. In Table V, burden incremearts presented, also from both the industry and

government perspectives.
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TABLE |
Industry Costs - Final Rule

Reporting Costs

Annual
Type of Notice Avg. Cost User Fee Units<a> Annual ¢
MCAN $19,780  $2,500 6 $133,6
Exemptions
Contained Str.<b> $57 $0 164 $9,292
TERA $74,734 $0 6 $448,4
TERA Mod.<c>
(Follow-on) $24,911 $0 18 $448,4
TME $19,780 $0 0 4
Tier I<d> $1,300 $0 12 $15,6(
Tier Il $10,119 $0 12 $121,4
Total Annual Reporting Costs (Average) $1,176,80
Rule Familiarization Costs
One-time Cost<e> $1,179,24
Annualized Cost<f> $423,13

<a> Unit counts represent year five totals.
<b> Average costs for item (4), Restrictions, from Worksheet 4 were included for 5
facilities performing research covered by the rule (14 sites).

<c> Average cost estimated to be 1/3 that estimated for the TERA.
<d> Average costs include 12.5 hours of management time.

<e> Costs incurred for rule familiarization apply to each facility affected by the rule
Costs were estimated thus:
(average burden) x (unit labor cost) x (affected facilities)
where
average burden = 30 hrs.; unit labor cost = $103.99 (man./leg.
time; and no. of affected facilities = 378.

<f> First-year rule familiarization costs annualized at 3% over 3 years. Recurring

osts

O

o=

% of

COSts

estimated based on 3 new entrants, annually.
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TABLE Il
Industry Costs - Current Policy
Annual
Type of Notice Avg. Cost User Fee Units<a>
PMN/Closed System $19,697 $2,500 28
PMN/Environmental $52,269 $2,500 2

Total Annual Reporting Costs (Average)

<a> Unit counts represent year five totals.

Annual ¢

$621,5
$109,5

$731,054

osts

16
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TABLE llI
Agency Costs
Final Rule
BSAC Annual
Type of Notice Avg. Cost User Fee Review Units<a> Annual Costs
<c>

MCAN $33,918  $2,500 $0 6 $188,507
Exemptions

TERA $46,941 $0 $4,895 6 $306,121

TERA Mod.<c>

(Follow-on) $15,647 $0 $0 18 $281,646

TME $33,918 $0 $0 0 $0

Tier I<d> $1,696 $0 $0 12 $20,351

Tier Il $10,175 $0 $0 12 $122,1p4
Total Annual Review Costs (Average) $918,729
Current Policy
PMN/Closed System<d> $33,918  $2,500 $0 28 $879,498
PMN/Environmental $46,941  $2,500 $4,895 2 $98,672
Total Annual Review Costs (Average) $978,370
<a> For final rule, average costs obtained from Worksheet 6 above.
<b> Unit counts represent year five totals.
<c> For final rule, BSAC review estimated to be required in 5 of 6 cases.
<d> Agency review costs associated with closed-system and environmental PMN submissiong assumed
to be equivalent to review costs associated with filing of MCAN and TERA, respectively.
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[6(e)] - Reasons for Change in Burden

Implementation of the 1986 Poli8tatement requiring reporting for certain microorganisms
under Section 5 of TSCA.

[6(f)] - Burden Statement

Public reporting burden for this collection of information is estimated to average 190 hours
per response, including time for reviewing instructions, searching existing data sources, gathering and

maintaining the data needed, and completing and reviewing the collection of information.
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ICB ITEM NO.:

TITLE: Microbial Products of Biotechnology: Final Rule
REQUIRED BY LAW: Yes

COST TO FEDERAL GOVT: $962,018

NO. OF RESPONDENTS: Variabl€

FREQUENCY OF RESPONSE: Variable
ESTIMATED BURDEN PER RESPONSHariablée
ANNUAL TOTAL BURDEN (HOURS): 47,973
FREQUENCY OF USE: Annual
DETAILED ABSTRACT:

Section 5 of the Toxic Substances Control Act (TSCA) requires EPA to screen all chemical
substancerot on the TSCAnventory of Chemical Substances ("new chemical substances") prior
to their introduction into commerce in the Unit8thtes. Aglefined in TSCASection 3(2), a
"chemical substance" I&ny organic or inorganic substance of a particular molecular identity,
including (i) any combination oduch substances occurring in whole opart as a result of a
chemical reaction or occurring in natur® EPA has consistently applied this definition to life forms,
including microorganisms, ardarified its position with regard to trepplicability of TSCA to
microbial products of biotechnology in 1984 ("Proposal for a Coordinatecefank for Regulation
of Biotechnology", 49 FR 50856 (December 31, 1984)).

To make a reasoned evaluation of the potentialwiskh may beassociated with a new
chemical substance, including a new microorganism, EPA needs data on chemical or molecular

structure; physical, chemical, genetic or phenotypic properties; manufacturing process and production
volume; worker exposure; environmental release; and uses of the substance.

Total Average Annual Reporting Costs

Thé number of respondents will vary according to the type of
submissions.
Thé estimated burden per response will vary according to the

type of submission. The estimated burden will range from 12.5
hours to 3,621 hours.
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A specific form isnotrequired for submission of this information for microbial products of
biotechnology. The information is entered ithe Management Information Tracking System
(MITS), a computer dathase for trackingubmissionsinder Section 5 of TSCAConfidential
business information istored in the ConfidentidBusiness InformatiorCenter and access is
controlled.
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ATTACHMENT

OMB reviewed and disapproved the draft ICR which accompanied the proposed rule (59 FR
45526 (September 1, 1994)). OMB cited three reasons for its disapproval. First, EPA had not
calculated the burdens associated with a low risk alternative for which public comment was sought
in the proposed rule. Second, OMB requested that EPA examine the need to keep records for the
selection and use of containment and inactivation procedures given the supervision requirements by
a technically qualified individual (TQI). Lastly, OMB stated that EPA should include its best estimate
of the burden associated with potential regulatory restrictions.

Calculation of Burdens of Low Risk AlternativEPA had solicited public comment in the

proposed rule on an alternative to oversight of environmental R&D which would have allowed a TQI
or some other third party to submit a notice to the Agency certifying that the microorganisms to be
used in an environmental field trial were eligible for an exemption from review, based on eligibility
criteria designed to show that the microorganisms presented low risk. EPA has chosen not to adopt
the low risk alternative in the final rule. The Agency plans to further develop this option in a separate
rulemaking in the futureSince EPA hasot adopted thiow risk alternative, there is no need to
further examine the potential burden of implementing such an approach.

Recordkeeping for Inactivation and Containment Procedurethe proposed rule, EPA

stated that the low risk alternative “would contain requirements for documentation and recordkeeping
by a TQI....” 59 FR 45526, 45536 (September 1, 1994). Such recordkeeguigments are

modeled after those included in EPA regulations implementing the exemption under TSCA Section
5(h)(3) for chemical substances manufactured or imported only in small quantities solely for research

and development. See 40 C.F.R. 720Bétsons who manufacture or import a chemical substance
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solely for research and development are requireshdmtainthe recordspecified in 40 C.F.R.
720.78(b). Snilarly, EPA had proposed to require recordkeeping to demonstrate compliance with
the eligibility criteria for the proposed low risk alternative.

The recordkeeping and documentation requirememglicable taesearcherashich EPA
has included ithefinal rule are fully consistent with the requirements of the National Institutes of
Health (NIH) “Guidelines for Research Involving Recombinant DNA Molecules.” EPA believes that
persons followinghe NIHGuidelineswould keep records as part of normal procedures at an
institution where Institutional Biosafety Committesa® responsible for ensurintpe safety of
research. Such records are likely to be adequate for meeting the provisions of EPA’s final rule.
Thus EPA’s recorkeeping and documentation provisions pertaining to the conduct of R&D
involving new microorganisms do not increase the burden on researchers.

Burden Associated with Potential Requlatory Restrictidhe final concern with the draft

ICR had to do with estimatinipe costs associatedth regulatory restrictions ifling Microbial
Commercial ActivityNotices (MCANS) under thinal rule, and Premanufacture Notices (PMNSs)
under EPA’s existing Policy Statement (51 FR 23313 (June 26, 1986)). EPA specifically solicited
public comment in the proposed rule “regarding the economic impacts associated with this proposed
rule.” 59 FR 45526,3657 (September 1, 1994). Among other issues, EPA requested information
pertaining to the costs associated with filing notices; specifically, “data regarding actual submissions
under the current policy, e.g., project development costs, regulatory burdens, development schedules
and revenues.” _IdEPA received no comments from the public addressing this issue. The Agency
cannot therefore be mosgecific in assessirtheimpact of regulatory restrictions dine costs of

filing MCANSs or PMNSs.



